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Appl. Serial No.: 

Inventors: 

Filed: 



10/559,595 
John ONG, ct al 
November 30, 2005 



Title: NOVEL METHODS AND COMPOSITIONS 
FOR ENHANCED TRANSMUCOSAL DELIVERY OF 
PEPTIDES AND PROTEINS 

Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 



Confirmation No.: Not Yet Assigned 

TC/A-U.: Not Yet Assigned 
Examiner: Not Yet Assigned 



REQUEST FOR CORRETED FILING RECEIPT 



Sir. 



Applicant respectfully requests that the Filing Receipt for the above referenced patent 
application be corrected as follows: 
Total Claims: 27 
Independent Claims: 3 

A copy of the original Filing Receipt and Filing Receipt with corrections indicated is 
attached hereto. In addition, please find a copy of the Transmittal Letter with the correct fee 
calculation to the US DO/EO/US concerning a submission under 35 U.S.C. 371 along with Claims 
1-27 as filed. 

No fees are believed due for this request for correction to filing receipt. However, if a fee is 
due, the Commissioner is authorized to charge any fees associated with the present filing to Deposit 
Account No. 01-0535. 

Please call the undersigned at the number listed below if there are any questions concerning 
this submission. 



Dated: 



AMYLJN PHARMACEUTICALS, INC. 
9373 Towne Centre Drive 
San Diego, C A 92121 
Phone 858.309-7695 
Fax 858.552.1936 



Respectfully submitted, 

By: X^^^^Z^l 
/ Susan J. Myers Fitch, Ph.D. 
Reg. No. 55,477 
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r. El Amanotrtems to lha ctertrns Of the International Apoflcatfon tinder PCT Arfda 1 9 (35 371(c)(3)) 

a. Q ^ettBd^hen5to(reo^ 

b, □ ha^l^communicafBd by tna tntcmaflofial Bureau. 
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Any. Docket No: OSOl-UlVO 

Substitute SpeciTrtatloii-CteAfl Version 

What is claimed is; 

1 A pharmaceutical composition for ttansmucosal administration of an exendin 
or exendin analog, comprising an exendin or an exendin analog, a canonic polyamino 
acid, and a buffer, wherein at the pH of the composition the buffer does not cause 
precipitation of the cationic polyamino acid and has a raono-aroonic or neutral net 
5 charge; and wherein the transmucosa] absorption of the exendiu or exendin analog is 
increased relative to the absorption of the exendin or exendin analog in the absence of 
the polyamino acid. 

2. The composition of claim I , wherein the pH oftibe composition is between 
about pH 4.0 and about pH 6.0. 

3. The composition of claim 1 , wherein the pH of the composition is between 
about pH 4.0 and pH S.O. 

4. The composition of claim 1 „ wherein the buffer is selected from the group 
consisting of acetic acid, e-aminocaproic acid or glutamic aekL 

5. The composition of claim 1 , wherein the buffer comprises glutamic acid. 

& The composition of claim 1 7 further comprising a tonicifying agent, a 
viscosity-rocreasing agent, a bioadhesive agent, a preservative, or any combination 
thereof. 

7. The composition of claim I, wherein the cationic polyamino acid comprises 
poJy-histidme, poly-aiginine, poly-lysine, or any combination thereof 

8. The composition of claim 7, wherein the cationic polyamino acid has an 
average molecule weight of between about 10 HDa and about 200 fcDa. 

9. The composition of claim 1 , wherein the exendin or exendin analog is selected 
from at least one of the group consisting of exendin-3, exendin-4, excndin-4 acid* 
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A«y.Do*-No:OSOI.UTU> 

Substitute Specification - CIca* Vmfios 

exendm4 (1-30), exendin-4 (1-30) amide, exendin^ (148), exendin-* <l-2S) amide, 
,4 Leu, * 5 Phc exendin-4 amide, and ,4 Leu, 25 Phe exendin-4 (1-28) amide. 

10. The composition of claim l t wherein theexendin or exendin analog comprises 
exendin-4. 

It . The composition of claim 1, whciein the exendin or exendin analog comprises 
exendin-3. 

12. The composition of claim 1 T wherein the exendin or exendin analog comprises 
at least one exendin selected from the group consisting of SEQ ID NOs: 9-39, 187 and 
188. 

13. The composition of claim 1 , wherein the exendin or exendin analog comprises 
at least one exendin or exendin analog selected from the group consisting of SEQ ID 
NOs: 6-8 and 40-186* 

14. The composition of claim I, wherein the exendin or exendin analog comprises 
an amino acid sequence according to SEQ ID NO. 3, 

1 5. The composition of claim 1, wherein the exendin or exendin analog comprises 
an amino acid sequence according to SEQ ID NO* 4. 

16. The composition of claim 1 1 wherein the exendin or exendin analog comprises 
an amino acid sequence according to SEQ ID NO. 5. 

17. The composition of claim 6, wherein the tonicifying agent is selected from the 
group consisting of sodium chloride, mannitol, sucrose, glucose and any combination 
thereof. 

18. The composition of claim 6, wherein the viscosity-increasing agent is selected 
from the group consisting of hydroxypropyl cellulose, hydroxypropyl 
methylcdhtlose, mothylceHulose of average molecular weight between about 10 and 
about 1>500 kDa, starch, gums, and any combination thereof. 
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19. The composition of claim 6, wherein the bioadheaive agent is selected fiom 
the group consisting of caAomer, polycarbophil and any combination thereof. 

20. The composition of claim 6, wherein the preservative is selected from the 
group consisting of phenylethyl alcohol methylparaben, ethylparaben, propylparaben, 
butylpantben, chtoibutanol* benzoic acid, sorbic acid, phenol, m-cresol, alcohol, and 
any combination theteof. 

21. The composition of claim 1, wherein the absorption is increased at least 2 fold 

22. The composition of claim i, wherein the absorption is increased at least 5 fold. 

23. The composition of claim 1, wherein the absorption is increased at least 10 
fold. 

24. A pharmaceutical composition fortxansmucosal administration of an exendin 
or an exendin analog comprising about 0.10% to about 5.0% (w/v) of an exendm or 
an exendin analog; about 0.01% to about 1.0% (w/v) of a catkrinic polyamino acid 
having a molecular weight between about 10 kDa and about 200 kDa; about 0.01% to 

5 about 10.0% (w/v) of a buffer, wherein at a pH of between about 4.0 and 5.0, the 
buffer does not cause precipitation of the cationic polyamino acid and the buffer has a 
mono-anionic or neutral net charge; and wherein the transmucosal adsorption of the 
exendin or exendin analog is increased relative to the adsorption of the exendin or 
exendin analog in the absence of the cationic polyamino acid. 

25. The composition of claim 24, wherein fte exendin or exendin analog 
comprises exendin -4. 
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26. A method fox ttansmucosal administration of an exendin or an exendin analog 
comprising contacting a mucosal surface with a composition comprising an exendin 
or an exendin analog, a cationic poryammo acid, and a buffer for a time sufficient for 
a therapeiitfcany effective amount of said exendin or exendin analog lo pass through 
me mucosal surfece; wherein at the pH of the composition, the buffer does not cause 
precipitation of the cationic polyamino acid and the buffer has a mono-anionic or 
neutral net charge; and wherein the ttansmucosal adsorption of the exendin or exendin 
analog is increased relative to the absorption of the exendin or exendin analog in the 
absence of the cationic polyamino acid. 

27. The method of claim 26, wherein the exendin or exendin analog comprises 
exendin-4. 
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